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^F?SttT?*« (Hande, 1 9 9 8) 0 SS^fc LT, jftSWCa, -<y^>7 
;l/3-;l/ x ^VM-h8 0/Tween8 0^ ^'JxfU^'J 3-;t/3 0 
0, fc«fctfx*/-;l/ (V e P e s i d (j&Sfc) , Bristol My e r 
s Squibb) (DU&Vat LT$Kfr£n«o S^Ofci&Kx V e P e s i d 
£g£*toS£tt?S»tt'"T*0. 2mg/mL~0. 4mg/mLl:»5o 
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(23) 0 0 3-5 0 9 3 8 5 

1 0 0mg/m2~6 0 Omg/mKDBm&M&S-U^UZit, 0. 4L~5. 
1 L^i^Stt^o 
[0 0 2 0] 

BMtLx. £M®^&<Dmnn^<D^h$i/mmim^%%z*&2> (Han 

de, WedlundB^ 1 9 8 4iDonel 1 i, ZucchettiB, 
1 9 9 2 ; K i y a, Uozumi?., 1 9 9 2) 0 xh^i>K«i 

mimm?z> c ttf-ezz-jj-?^ mm^^xsmmmm^co^ f^> mm&fe 

geMOT<D££T&3 (Donelli, ZucchettiB, 199 2) 0 

nmmm^^xfm^mmm(omm^^zsnmmwm(Dmm^(Drc^i^ x f*° 

[0 0 2 1] 

ao^ftstt^ffiacr So b^ot> bbb ^iiii-r § f^ >y ^oaais 

£iiAq£-£T, C N S fcSto F^> F£#t3&<rsW«ttx F^> K7n F^ 

y^SM^swntv^o set, f&Q&^&tt aspa#%^tr) 

«^ (Hande, Wedl und^ 1 98 4 ; Done 1 1 i, Zucc 
hetti^ 1 9 9 2) o xht^FC^JcftiaD, xh^>hU CNS 

(Schinkel, Smit^ 1994;Schi 
nkel, WagenaarB, 1 9 9 6) 0 ll&T*<DaE0Jifc:<k ?K CtlZVM 

tommmt, cns *^©x f K^^awtc^-r sjfoMm<Dgit£: l 

T{m?Z>t*m2fl& (Abe, Hasegawa^ 1 9 9 4) 0 £ft£<D 
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(24) tt& 2003-509385 

ffHuang, 1 9 9 5 IMayer, Wagenaar^ 1 9 9 7 ;Spa 
rreboom, van Aspe ren^ 1 9 9 7) „ PW$>^ZM£M 

tiaoTCNs icmmm&<DJL f F*mmi£*kz> & o matt* n/tx f # 

[0 0 2 2] 

(Greco, Johnson?), 1991 lHande 1 9 9 8) o 
ttffcffi&fcS^TVfc (C a v a 1 1 i , S o n n t a g 5k 1 9 7 8) 0 L 

[0 0 2 3] 

JVCVS (Kasahara, Fuj iwara^ 1 9 9 2) 0 l^U Xf 

Joel, 1 9 9 6) o ?5fc, F#-<V*7~ If I I^OXh^HCMB 
* ±fc*BJM8l©G2j(l!lC#*T?fcSo tt*fcLT, xh#5/KT©tt««JS»! 

m^muwmmt^y^ f7d f^ v ^t>^m^w^^mt^nx\^ 0 

[0 0 2 4] 

oT> ^J#ftfecfcmg3XF^n^ita^f^xF^>'Fyn F^y**tf 
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(25) WmZ 0 0 3-5 0 9 3 8 5 

[0 0 2 5] 

DF77 ^ tf&g 1 2 nt v > 3 o 
[00 2 6] 

1. 2. 6 xh#S/KteMil««feJ:t«KWr»cB8-rsifflH^ ■ 

wttK*3a!bTtft, y>»xh#s/K (Etopophos m&z,) , b 

ristol Myers Squibb) ft iF^>F®4' fiiJC V 

LTif < % Z £ < V h ^> F^fllrtT?3ffiitcx F F «gTf 
[0 0 2 7] 

o cn507b7f^0ip0g«tt, xF,f^FOMIEi«ggifl 
tfi&KftS (sustained release)] lh^>K*ft 

SCi:B^f3T»$5 0 LfetfoT, HP^^ffimifflffi^AtfB B BOSS 
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(26) #«2 0 0 3-5 0 9 3 8 5 

[0 0 2 8] 

C£T*$>2>o #>Jxf-l/^'j3-;l/ (PEG) fei^'J^^^^IW 

jK^tfgfcU HI^u-tV y?m&\ LfctfoT, ^nh'77^W 

o F^^^M^T&g^nw&o 
[0 0 2 9] 
2. ^BJ3<Dgg 

^mits -mc, l ~2 5WJxfuy^*ij n-;^^w-r^ l o£ 

[0 0 3 0] 

^W<DS'JOJi«-e«. Mil^ttyn >y ^©^SP^ttx h Ft?fc5 
[0 0 3 1] 

Tci* 3^peg-^-'j ^-fribrnm-tz c t^-et^c 

[0 0 3 2] 
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(27) #S2 003-5 0 93 8 5 

[0 0 3 3] 

) T'£D#£o 

[0 0 3 4] 

■ [0 03 5] 

h*S/KfcjtlS!LT?^jya[M?nfcxh*S/K««#'l?afe«o £<D& 

9 a p e g -* ij ^v-©je^apfflR*iait peg-*u ^hre * d r 

[0 0 3 6] 
[0 0 3 7] 
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(28) 1S3E2 0 0 3-50 9 3 8 5 

oT?&aMk^»K»igi-s i ^sfetiassop e G#y^-&<fc y 
=rv-t££#, l&B2PEG#yv-*j;tf/sfe«*ydN'-tt, wen 2 

[0 0 3 8] 
[0 0 3 9] 

[0 0 4 0] 

AH. *^>'J>^I *#S>-|*H. SjM, 'JV^E 

[0 0 4 1] 

2. 1 £§| 

mis*«?n§, ffl^ rpEGj ifi«isfctt^tt*yxf-uy^ 
, 7'J-;k 75/7;l/*;k feitf75/7';-;i/ ( r^oi¥»^j o 
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(29) <&m 2003-509385 

#'Jv-£#ir#yrfv-;&v»3o mm rp e Glt^z y hj Sfcfc* Tpeg 

imsu i-o#'ji^u^ij3-;viffi crfcfc-^ - (CH2CH20) 
-) *wnew??ffiffl*ns, jbi§ rpEG*ydrv-/#yv-j a 

, P E G * y rfT-fcJ: tf fctt PEGt° y •? • 

[0 0 4 2] 

#EfflS*-tM£ffl*ns, riHnKK^jspitj fcjfofflfgfc^tf rto^pjfg 

[0 0 4 3] 
[0 0 4 4] 

^©fteo^cji^-rsci^^T^, (2) m&<DMttm m-vt. 
T$7\sb$-m&z) ^sc-rc (tbm) Toffiffltaw-e 

[0 0 4 5] 

4. ^osi^ii 
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(30) ft& 2003-509385 

[0 0 4 6] 
4. 1 XmMO'fuFyv? 

fc«*©3afiioift±icWffl-e«*. .cnewpM*, ^©wra*©***:* 

[0 0 4 7] 
4. 1. 1 ^F7^'fD» 

F©*BS5&&H 1 tcrnm? Zo 
[0 0 4 8] 

So #8l£fcJ\ Stt^ti^LTl^iV^tOxb^v'FiWfffl^l 
[0 0 4 9] 

•b;V*^*nSo £5fcB!]©fc0i^ *S4#fflg5, 7 9 5, 9 0 9^ Cfflffl 

trains) tc^^nr^So 

[0 0 5 0] 
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(31) ^2003-509385 

4. 1. 2 PEG-*Vd-?-/t°V?— 

*mn<D~7u v ?<Dm%m& p e g y =f7-/# u am-r t 

«fc!5$?£L<fcJ:2~2 OiOP E G#fiu 2££<£9£?f:L<te2~l 5cI<DP 
E G^ffi%Wr 5 PEGt° y V-£#£p 0 ^SWtti, P E G # U V-tt 2 ~ 1 
OiOPE G#ffi*#r«o S!l©fl8»T?Ji, P E G^y^-ti 1 0 0 0£iS;L& 

[0 0 5 1] 

#£UvSKT?tt, PEG#yv-fcJ\ 5£: 
Hfc3 1] 

-(CH 2 CH 2 0)x-CH 3 (jU ) 

(a*, x = 2~2 5) **rrso 

[0 0 5 2] 

T*&2~2 0"efeO> SSfc«fc*?$f?i;b<«2~l 5T*£?K L <& 2 

-lOT'Wo aSWfctt, X»2, 3, 4, 5, 6, 7, 8, 9, gcfc&lO 

[0 0 5 3] 
»SU^PE G^-y=fv-tt % 
[ffc3 2] 

f I 

— C-CCH^— N-CHjCH^OCjH^^OCHj (^2 ) 

[ffc3 3] 
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(32) 



#82003-509385 



— C-(CH^— C— N— (CH^— N-CHjCHjtOCjH^OCHa ( & 3 ) 

(3«fU ntel~6T*£9> p«2~8-efe0, mtt2~2 5T$^ Rfifrl; 
[{b3 4] 

O O R 
— C-(CH2);— C— N— CHjCHjtOCjHOf N-CHjCHjCOCjH^OCHj (j£ 4 ) 

Hfc3 5] 

0 0 R 

— C— (CHj)^ — C — N — (CHj)j— N-OTjCH^OCiHOrcNHj (i£5) 

(x^* N nttl~6?feD, p«2~8T'fe^ mtt2~2 5t^^ R&$?£ 
Hfc3 6] 

0 0 R 

— "-(CH^— C— N— (CHJ— N-CH 2 CH J <OC 2 H 4 ) ln NH,*X- ( 5£ 6 ) 

ft<a, )nn, 7*uq& N a-b\ U gUtffi. mm. his 

u-k &&zf*i/u-hfrz%zmfrzmiRznzi$i**>v&Q. Rims 
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(33) 



2003-509385 



R 1 

N-CH^OCjH^NHR 2 7 ) 

13 

(£*s n«l~6T?fctK p«2~8T?fc»K mfc* 2-2 5 T*&D, R 1 &£ 
Hfc3 8] 

0 0 o 

— "-(CHJ;— C— N— CH 1 CH 1 <OC J H 4 ) ln OCH I — C— NHCCH^CHj), (iC 8 ) 

nSl~6T^^ pfi2~8T?£tK mtt2~2 5TO) * 
[ft3 9] 

S I 

— C-(CH J ) B (OC J HU) m O(CHJ f — C-OX* 9 ) 

n^cfctfp^^n-^n^YLbT l~6T?feD, m&2~2 X 
[ft4 03 

— C-(CH 2 ) B -^-CH a CH2(OC 2 H 4 ) n ,OCHj (j$ 1 0 ) 

n(il~5T^^ mfci:2~2 5T?fc»K R 1 fecfctfR 2 fct -^ft -Fft&S: 

Wb4 1] 



Wfc3 7] 

f ? H 

— C-(CHi)— C—N— (CHj^— 
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(34) 



2003-509385 



JO 

(CHaJnCH^OCH^^OCHa (j£ 1 1 ) 

a-h\ u>^, mmm. mm. ^m^. h^u-h, 

[0 0 5 4] 

±fa©£St©iU~l ITU ^PEGWd jff$L<.tt2~2 5fflT?fe 
tK £$#£L<&2~2 0f@T*£t>, ?&ti?)^l<tt2~l 5«feD 
, fit»SL<S2-10flT?$«. g&WKti, £PEGJ£fflR«. 2, 3, 
4, 5, 6, 7, 8, 9, Sfctt 1 0{!T*££o 2<@<DP E G#U T— fe^ > 
b^ty^4^:^O^TO, ^^0±I20»^t^PEGW^ 200 

[0 0 5 5] 

fctis «Stt07 5 y S%#TS PEG — ^" V dfT' — / i$ V ^-©ffii©3l^» 
fc£gRreg£K^Jn&fc«J; tf , fi»J^.t^6Ii©*;V**^;l/S*WTa PEG-t 

[0 0 5 6] 

4. 1. 3 PEG-*Udr-7-/^y7 *<D$^ttlg»^ 
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(35) 1$«2 003-50 9 3 8 5 

[0 0 5 7] 
[0 0 5 8] 

4. 2 Xb^>F-PEGMO« 

x h KtirUig^nT*? o . ^(o&tiffirevmtz c t • Mfc l 

T> ru nu P> fc«ktfRfc2fiDK^tt-ttSl~l lfcEKOlQ'PfeS.- 
[0 0 5 9] 
4. 2. 1 

[0 0 6 0] 

4. 2. 2 ^2 
32 : 

O R 
— C- (CH^— N— CHjCHjCOCjH^OCHj ( it 2 ) 
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(36) 1tS 2003-509385 

Wb4 33 

CH 3 CH 2 0 2 C(CH 2 ) n NH 2 + O^HCH^OC.H^OCEb 

il.THF 
2-NaBa, 

CH 3 CH 2 O j C(CH 2 ).NHCH 3 CH 2 (OC 2 H 4 ) io OCH3 

[0 0 6 1] 

ii^tfgS LV^i^tf feSo *U3fv-o^^J«BKJS«*, l^m 

Wt4 4] 

CH 3 CH 2 O i C(CH 2 )„NHCH i CH 2 (OC 2 H4)„OCHj 

^ RBr 

CH 3 CH 2 0 2 C(CH 2 ) B N(R)CH 2 CH 2 (OC 2 H 4 ) I „OCH 3 

[0 0 6 2] 

xmm-rzo mm a n situ) si^b^t^^^73>yyyy^^§ 
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(37) 



tf&2 003-509385 



lit 4 5] 



CH 3 CH 2 O 3 C(CH 2 ) D N(R)CH 3 CH J (OC 2 BU) nj 0CH3 



NaOH 



HOC(0)(CH 2 ) n N(R)CH 2 CH 2 (OC 2 H4) m OCH 3 



1. m®-<m 

2. vwvwmw )-m y (dcce ) 



^tl-OC(0)(CH 2 ) B N(R)CH 2 CH 2 (OC 2 H4) ln OCH3 

[0 0 6 3] 

il^u&^e 7 ^ h 4=- *>- # y xf- Ix > ^ y n £ ox* 7^1/ £ L T 

«ni*nfe?6aMk^«3{peia»LTSi»-*y rf-r-^^jsg-rs c t u> 

J^A^So ^yx^u^^yn-^tsH^so^SIS^KSfffrSo IrI* 



ttk4 63 



D-0 2 C(CH 2 ),CH 2 Br + NH 2 CH 2 CH 2 (OC 2 H 4 ) BI OCH3 




D-0 2 C(CH 2 ) n CH 2 NHCH 2 CH 2 (OC 2 H 4 ) 1 nOCH3 



[0 0 6 4] 
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(38) 0 0 3-5 0 9 3 8 5 

[0 0 6 5] 
4. 2. 3 ^3 
S3 : 
UtA 7] 

O O R 

C (CHjfe - C N (CHJj N CHjCH 2 (OC 2 H4) 0> OCHj 3 ) 

n&l~6-e£9s p^2~8"e^D, m(i2~2 5t^^ 

wrsfliflSK^^^a-rso 1 -oor^y^ttz tert -7>^>£;v 
fc;i/-e^-r^-^T\ wm7^y*T)\sTM Yi&fttm^&o sum* 

Effc4 8] 



(39) 



1$3?2 00 3-509385 



(CH 3 ) 3 C-OC(0)NH(CH 2 ) p NH 2 + 0=CHCH 2 (OC 2 H4) m OCH 3 

i 

(CH 3 )3C-OC(0)NH(CH 2 ) p N=CHCH 2 (OC 2 H4) m OCH 3 

^TFA 

NH 2 (CH 2 )pN=CHCH 2 (OC 2 H4) m OCH 3 

[0 0 6 6] 

[0 0 6 7] 

[0 0 6 8] 
[ffc4 9] 
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(40) 



2003-509385 



NH a (CH 2 )pN=CHCH 2 (OC 2 H4) m OCH3 + CH 3 CH 2 0 2 C(CH 2 ) n C(0)OH 

^DCC/DMAP 

CH 3 CH 2 0 2 C(CH 2 ) n C(0)NH(CH 1 ) p N=CHCH 2 (OC J H4) m OCH 3 

^N»BH*/RBr 

CH 3 CH 2 0 2 C(CH 1 ) n C(0)NH(CH 2 ) p NRCHCH 2 (OC:H4) I „OCH3 

^NaOH 

HOC(CH 2 ) a C(0)NH(CH 2 )pNRCHCH 2 (OC 2 H 4 )a 1 OCH 3 

^Ig^-OH/DCC/DMAP 
DOC(CH 2 ) B C(0)NH(CH 2 )pNRCHCH 2 (OC 2 H4) m OCH 3 

[0 0 6 9] 

4. 2. 4 S4 
^4 : 
ML 5 0] 

O O R 
— C-CCHi),— C— S— CHjCHiCOCjH*), N-CH 2 CH 2 (OC 2 H 4 ) m OCHj ( j$ 4 ) 



(41) ft£2 0 0 3-5 0 9 3 8 5 

«ffitt7;^;i/-cfc*) o*y^v-©^#is», isi6ai^75/as^«#y 

[0 0 7 0] 
4. 2. 5 ^5 
^5 : 
Ut5 1] 

O O R 

— C — (CHj)s — C-—N — (CH j)j — N CH 2 CH 2 (OC jH4) ra NH 2 5 ) 

G£*K ntel~6T£9s pfi2~8T?&»K m«2~2 5TS^ RfiflllS 

m^tmu *«g7jci^gp^75ya5^fcf^i-rso 

[ft 5 2] 




X«-OH + (CH& O 
H 

1 



^^J-OC(0)(CH 1 ) B C(0)OH 

I l. i,i'-Mr^M^*y*-JKCDi) 

2. NH^CHa^CHjCH^OCj^WWCXOJOCfCH,), 
± 3. TFA/ ig&tt A7i* 



^t)-OC(0)(CH I ) n C(0)NH I CH 2 CH 2 (OC I H4) in NH a 



-41-. 



(42) 



4#S 2003-509385 



[00 7 1] 

4. 2. 6 5^6 
x£6 : 
Hfc5 3] 

O O R 

— ^(CH^ C— N— (CHJf— N-CH 2 CH 2 (OC 1 H 4 ) la NHj*X- ( J$ 6 ) 

nttl~6T^^ pii2~8T^D, m«:2~2 5 T*&9> X~im 

[0 0 7 2] 
4. 2. 7 i£7 
5^7 : 
Ht5 4] 

O O R 1 

— "-(CHjJs— C— N— (CHj)^— N-CHjCHjCOCjH^NHR 2 ( ^ 7 ) 

[ft 5 5] 
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(43) 



tt£2 003-509385 



(CH,) 3 COC(0)NH I (CH 1 ) I> Br + NH 1 CH,CH 1 (OC 1 H 4 )_NH, 

I 

(CHj^COC^NHjCCHOpNHC^CHjtOCAJJMH, 

I 1. RBr 

I 2. TFA 

I 3. iggtt*7A 

X 4. D-0,C(CH J.CO,}M>CC 

D-OC(O)(CH 1 ).C(O)NH(CH 1 ) P NRCH,CH J (0C,H 4 ) B jraR 

(ru rru &£tfR&±fe£«©£:ioDT£3) 
[0 0 7 3] 

4. 2. 8 

38 : 
Hb5 6] 

o o o 

— C — (CHJj — C — N — CH 1 CH 2 (OC I H 4 ) m OCH2 — C — NH(CHj)pN(CH 3 )j ( ^ 8 ) 

n&l~6T£D> p«2~8tfeD> m«2~2 5T?&5) Otfydr 
Cfc5 7] 
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(44) 



2003-509385 



CH 3 CH 2 OC(0)(CH 2 ) 11 C(0)OH 

+■ 

NH,CH 2 CH 2 (OCH 2 CH 1 ),,OCH 2 C(0)NH(CH 2 )pN(CH3)i 
^1. DCC;2.NaOH 

HOC(0)(CH 2 ) 0 C(0)NHCH 2 CH2(OCH 2 CH 2 ) m OCH 2 C(0)NH(CH 2 )pN(CHj) 2 

[0 0 7 4] 

Kfc5 8] 

tert-BOCNHCHjCHj^CHjCH^OCHjCCOVOH + NH 2 (CH 2 ) P N(CHj) 2 
^DCC/DMAP 

tert-BOCNHCH 2 CH 2 (OCH 2 CH 2 ) m OCH 2 C(0)-NH(CH 2 ) p N(CH3)2 

NH 2 CHjCHj(OCH 2 CH 2 ) B1 OCH 2 C(0)-NH(CH 2 )pN(CH3)2 

[0 0 7 5] 

[0 0 7 6] 

4. 2. 9 ^9 
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(45) 



ft«2 003-509385 



: 

Hfc5 9] 

o o 

— C-(CH 2 ) n (OC 1 H 4 ) B1 0(CH I )j; C— CVX* (j£ 9 ) 

Wk6 0] 
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(46) 



^« 2003-509385 



CH 3 CH 2 OjC(CH 2 ) n Br 



HOCHjCH 2 (OC J H4)„iO(CH 1 ) p C0 2 CH 2 CH3 
^2NaH/THF 

CH 3 CH 2 0 2 C(CH 2 ) 11 (OCH J CH 2 ) m O(CH 2 ) p C0 2 CH 2 CH3 
^NaOH 

HOC(0)(CH 2 ) n (OCH 2 CH 2 ) fB 0(CH 2 ) p C(0)OH 

1^$3-OH/CH 2 Cl 2 
DCC/DMAP 

Mtl-OC(0)(CH 2 ).(OCH 2 CH 2 ) m O(CH 2 ) p C(0)OH 

[0 0 7 7] 
4. 2. 10 S10 
S10: 

lite i] 

O R l 
— C-CCHJ-N-CHjCHjCOCjH^OCHj (SI 0) 



LTffi»7;l/*;l/T?fe«) o*u=Tr-o^», 7^y^^iIII«^ 
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(47) ^2 0 0 3-5 0 9 3 8 5 

[0 0 7 8] 

4. 2. 1 1 Si 1 
Si 1 : 
Hfc6 2] 




V 

(CH^CH^OCHjCH^OCHj (SI 1) 

(S^K n«l~6 m{i2~2 57feD, X-{iHt^*VPfeS) 

J8*^ mtotttem-Vftm (triturated) LT, f^f £o JSWiS 
Hfc6 3] 
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(48) 



$$^2 0 0 3-5 0 9 3 8 5 



Br(CH,) B CH,(OCH,CHi) 1 .OCH, 



cIh^OCH^OCjHU^OCHj 



r 

(CH,), 



MM—* 

Hi) 0 (OCH,CHi) n OCH, 



[0 0 7 9] 

4 . 2 . 12 teSHfr&^CD PEG^'J U riV-cD^ 
OJl&*3lfera«K:iifflRrfi6T?feafc^aSI#»i:aj!¥*nSo #f§Bj§OP EG-t 

(9 0%~i o%) ^ffiffl lft-> U *W*7 A7^n7 h ^77M* 
ff5, ma©^»^tr77^^3y*|aIiRU «»U Sa»*r«. 



(49) ff§|2 0 0 3-50 9 3 8 5 

TLC N HPLC, NMR, *J:tf/*fc«M S "Vffi&lfZo 
[0 0 8 0] 

4. 3 m&imjmi8£xf*<D®mfc 

m mm. m^m, mm, mm. Pimm, nmn, m&h, isx-cmm 
fc»xy*5/;K ^ gran, iWBsjews^ feitfflaEBasjWwsn 

^^S&iSzfcSfcfci-r*;* hD-^WtSn§o &<(DH(D&5l3;138m 

e Pharmaceutical Codex : P r i n c i p 1 e s an 
d Practice of Pharmaceutics^l2}{^ 199 

[0 0 8 1] 

^iaftfltfca-^-rsxsgsfi^rso *%wfc&-?x%im't%zttfxi*zm 
mxmmiat, m, mm, *s&Tfm j &mmtf$%tizt>\ £ft£fc:p.g£2ft£:^ 

w*. mm y»<«* ejfius, ipiw sasfefcHSj&^ii*) , 

[0 0 8 2] 
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(50)- #St2 0 0 3-5 0 9 3 8 5 

BMP ft, &T> SfcliffifcrtRA* Sfctt^aEA»l8 (ffiffl^JBO^TA^ 
[0 0 8 3] 

fan, mu ^xmamss) . femznzmmvmmm, mm®, mm 
(ommm^xfMmm. KbxfKmznz^Mt^zrcitziDMKLrcff 

[0 0 8 4] 

[0 0 8 5] 
[0 0 8 6] 
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(51) Kfg2 0 0 3-5 0 9 3 8 5 

[0 0 8 7] 
[0 0 8 8] 

mmMT*mmi£tizMBMia^ ^wv^-fu^a, ^rvymi-hv^ 

F>&a % mmmmi o^y^y^E) , m^isij um<ow*£) 
xs/^tc\mm\ a^yhi-^h, ti*vy, ^rc^vym^^yy^E) 

f, t^xVt^a, ^rdt^jvu~^L<im^n^E) -vtomm&zxf 
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(52) #82003-509385 

[0 0 8 9] 

^Lfcfi0{b#l&£#£tt<}:5£, IWItW^W ? T^§o ~> 
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Present claims relate to a rather large number of possible 
compounds/methods. Support within the neanlng of Article 6 PCT and/or 
disclosure within the meaning of Article 5 PCT 1s to be found, however, 
for only a very snail proportion of the compounds/methods claimed. In the 
present case, the claims so lack support, and the application so lacks 
disclosure, that a meaningful complete search over the whole of the 
claimed scope Is Impossible. 

Moreover present claims relate to compounds defined by reference to 
desirable characteristics or properties, namely "therapeutic compound", 
"hydrolyzable bond", "salt-forming moiety". The claims cover all 
compounds having these characteristics or properties, whereas the 
application provides support within the meaning of Article 6 PCT and/or 
disclosure within the meaning of Article 5 PCT for only a very limited 
number of such compounds. In the present case, the claims so lack 
support, and the application so lacks disclosure, that a meaningful 
search'over the whole of the claimed scope is impossible. Independent of 
the above reasoning, the claims also lack clarity (Article 6 PCT). An 
attempt 1s made to define the compounds by reference to a result to be 
achieved. Again, this lack of clarity 1n the present case Is such as to 
render a meaningful search over the whole of the claimed scope 
Impossible. Consequently, the search has been carried out for those parts 
of the claims which appear to be clear, supported and disclosed, namely 
those parts relating to the compounds/methods specifically mentioned in 
the examples, especially prodrugs of etoposide and those defined in 
claims 7,8,15 with due regard to the general idea underlying the present 
application. 

The applicant's attention is drawn to the fact that claims, or parts of 
claims, relating to inventions in respect of which no international 
search report has been established need not be the subject of an 
international preliminary examination (Rule 66.1(e) PCT). The applicant 
1s advised that the EPO policy when acting as an International 
Preliminary Examining Authority 1s normally not to carry out a 
preliminary examination on matter which has not been searched. This 1s 
the case Irrespective of whether or not the claims are amended following 
receipt of the search report or during any Chapter II procedure. 
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